
PRESCRIBING INFORMATION 

In fanrix” 
Diphtheria and 
Tetanus Toxoids 
and Acellular fertussis 
Vaccine Adsorbed 

OESCRlPTlON 
Infa?rixlDiphtkria andretanusToxoidsand Acellular PertussisVaozine Adsorbed/ i8a sterilemmbination ofdiph. 
t$rra end tetanus toxxis and three pertossis antigens Iinactivated pertussis toxin (PTl. filamentws hemag$u- 
tnm (FHAI and pertectm (69 kiloDalton outer membrane proteinll adsorbed onto aluminum hydroxide. fnfannx is 
intended for intramuwlar injection only. After shaking, the vaccine is a homogeneous white turbid wosnsion. 
Three acellular pertusk ant@nr @tessis toxin IPTi filamentous hemagglu~inin [&IA] and partactinjare iso- 
lated from phase 1 8o&lalJapermrsisculture grown in modified Stainer-Schoke liquid medium PTand FHA are 
exhacted frcm rhe fwrmntadon broth by adsorption on hydrwyapetite gel: pwtatin is extracted from Lhe cells by 
heat treatment and flocculation using barium chloride. These antigens are purified in swesske 
.stqx 

hmmato3raphic 
PT and RiA by hydmphobk affinity and size e&sic+; pertectin by On exchange. h@mphobic and <!e 

E&U&I&~=. PT is detoxifed using formaldehyde and glutaraldehyde. fHA end pert&~ are @eated wti 

Oiphdwia toxin is prcdw$ y gmwhtg ~~a&ctarfum @htheriaa in Linggwd and Fenton medium crmtainiq a 
bovine emact Tetanus mxm is pmduced by gwiing C/miri&m tefaniin a nxdiied Latham medium. Both toxms 
are detoxifti wim fwmaldehyde. cmcentrated bq ulbafdtration. and purified by precipitatkm. sterile riib-ation and 
diitfsis 
Each antigen is individua 

!a dxm 0.625 mg aluminum. 
ads&d ooto aluminum hydroxide. Each 0.5 mt dose contains, by assay. not more 
ch 0.5 mL duse is formulated to mntein 25 Lf diphdwie toxoid. 10 Lf tetenus toxoid 

(both toxoids induce at least 2 antitoxin units/ml of serum in dre guinea pig ptenq test), 25 mcg PT. 
25 mcg MA and 8 m 
antibady re~pan.se W 4 

pertactin. The pterxy of the pwtussk mmponent is evaluated by meawement of the 
, R-IA and pwtmtk in rmmunired rnlce using an RISA 

Each 0.5 ni dose also mntains 2.5 mg 2phenoxyathend as a 
injection and mt more than O.oZ% Wvl residual formaldehyde. c 

eswative. 4.5 mg sodium chlorkla. water fa 
hiierosal is wad in the ear)v stages of mano- 

facturiq and is renwed by sut~uent purification steps to betow the anabftical detection limit tii upm 
calculatmn is ~1 ng nwcuy/dose. Does Ix)t cmtain thimemsal as a presarvadve. 
The vaccine cmtains po~sorbate 80 ITwe” 801 which is used in the production of dte pertussis mnmntme. The 
lnxtiiated acellular pertussis mm!xnents contribute less than 5 endotoxii units IEU) pw 0.5 rrrl dose. 
Oiphtierie ard Tetanus Toxoids adsorbed bulk umceatrates for further manufxturing use are pnducad by Chimn 
3&r@ GmbH & Co. Marturg. Germam/. The acellular pwtwis ant&s am mawfactwad by SmithKline &&am 
Biologrcals S.A. fiixensan Belgium. Formulation. filling. testing, packaging and release of tha vaccine are 
conducted by S&Kline &&em Eiokgicets SA 

cLlNIcALPHAn~010GY 
Simultaneous immunizatkn against diphtheria. tetarxrs and permssis during infeocy and ddldhwd using a con- 
ventional ~41olecell DTP vaccine has hem a routine precdca in the United States since the late 1340s It has played 
a major role in ma&&y raduc’mg tbz iocidence of, and de& horn. each of dwse diseases. 
Di~tirfa _.r .._.._ 
Diphttwia is pdmariiy a lx&ad and genaraliied intoxication cawed by diphtfwia toxin, an extracellular protein 
met&&e of tigenic strains of Coryr@bac!erirrm diphtheriaa. While the incidence of diphtheria in the United 
States has decreased from over 200,wO cases reported in 1921.’ before the general use of diphtheria toxoid. to 
only 30 cases of respiratory diphtheria reported fmm 1983 to 1933.’ tha ratio of fatalities to attack rate has 
remained cmstant at eLwt 5% to 10%. The highest case fatality rates are in the very young and in the elderly. 
Diphtheria remains a serious disease in some areas of the world as evidenced &the recent outbreak in the former 
Sav!et Union3 Protection against disease is due to tie development of neutralizing antibodies to the diphtheria 
toxio. Following a&We unnunizatim witi diphtheria toxoid. it is thought dw.t ~tection lasts for at least 
10 years.’ Serum antitoxin levels of at least 0.01 antitoxin units per mt are generally rewarded es protective.’ This 
significantly reduces boa tie risk of developing diphtheria and the severity of clinical dlness. Immunization with 
diphtheria towid does not however eliminate caniege of C. diphtheriae in the pharynx M mse 01 on ihe skin.’ 
Efficacy of the diphtheria toxoid used in lnfaorix (Diphtheria and Tetanus Toxoids and Acellular Pertvssis Vaccine 
AdsorbedI was determined on the basis of immunaganicity studies, with a comparkon to a semlogical mrrelata 
of pmtectiio 10.01 antitoxin units/ml) established by the Panel on Review of Bacteriil Vaccines and Towids? A 
Vera cell toxin neutralizing test mnfirmed the ability of infant sera (N-45). obtained 1 month after the primary 
course. to neutralize diphtheria toxin. Protective titers (SO.01 antitoxin units/ml of serum) were achieved in 103% 
of tie sera tested 
mm6 
Tetanus is an intoxication manifested primarily by neuromuscular dysfunction caused by a patent exottin relaased 
bf Clostridim~ tatani The ineidenceof tetanus in the United States hasdmpped dramatically with the routine use 
of tetanus toxoid to a remrd law of 45 cases in 1932?Tetanus in the U.S. is primarily a disease of older adults, 
Of 99 tetanuspatientstith mmpleteinforrnation repwted to the Centers for OiseaseContmlandheventiondur- 
ing 1987 and lSS$. 68% were m years of age, VJnile on& 6 were QO years of age. No cases of neonatal 
tetanoswe reparted. Overall, the cass-fatality rate was 21%. The disease continues tooccuralmost exclusively 
among persons who are unvaccinated or inadequately vaccinated or whose vaccination histories are onknovm or 
uncwtain.5 
Spores of C tslaniare ubiquitous. 3erological tests indicate tiat natoralty acquired immunity to tetarus toxin does 
nat occur in Be U.S. Thus. universal primary immunization with tetanus toxoid. with sub uent maintenance of 
adequate antitoxin levels by means of rimed toasters. is necessary to protect all age groups %ectim against L- 
ease is due to the development of rwrxaliziog antibodies to tie tetanus toxin. Tetanus toxoid is a highly effective 
antigen and a co 
mL a level whti .?l 

kt& primary series generally induces seiun antitoxin levels of at least 0.01 antitoxin units per 
as been reponed to be protective? It is Uwght that protection persists for at least 10 years.’ 

Efficacy of the tetanus toxoid used in lnfanrixwas determined on the basis of immwogenicity studies with a mm- 
p&on to a semlcgical oxelate of protectian (0.01 antitoxin units per mU established by the Panel on Review of 
Bacterial Vacdnes and Toxoids.’ An in vtinwse toxin nwb‘alizing test anfined the ability of infant sara IN+. 
obtained 1 mmdr after the pfimav mow to neubalize tetanus toxin. Pmtacdw titers (20.01 antitoxin units/ml of 
serum) we acbkved in 103% of the sem tested 
PMt”&S 
Perrusris Woopin 
hishlv communicab 9 

cough) is a disease of the respiratory tract caused by 8or&a/fa ,oe~wsis. Pertussis is 
a lattack rates in onimmunized household contacts of uo to 90% have been rewrted’l and 

can &se severe disease. particularly ammg the very young.’ Since imm&zation against pen&s became 
widespread. the number of reported cases sod associated mortality in the United States have declined fmm ~JJ 
average annual incidence and mortality of 150 cases and 6 deaths per lW.WO population. respectiveb, in the 
early 1340s. to annual reponed incidences of 1.6.2.6 and 1.8 cases per lWJ,OOO population in 1992. 1993 and 
1994, respwd~ely?~~ Precise epidemiologic data do not exist. siw bacteriotogiml mnfination of pertussiscen 
be obtained in kss than half of the suspected cases. Most reported illness from 8. pwtuss&cws in infants and 
young children in whan complications can be sevaie. Frcm 1930 to 1369. of 10,749 pertussis cases reported oafion- 
ally in infants lesz tian 1 year of age, 69% were hospitaliied 22% had pneumonia. 3.0% had seizures, 0.3% had 
tncephalopathy and 0.6% died8 Older children and adults. in whom classic signs are often absent, may ~0 undiag 
nosed and may m-e as IWrwIIS Of disease? 
hutike vaccination witi whakcell DTP vaqcioe has Siificant 
However. concerns regarding raa 

reduced penussis-related morbiiity and mortalit$ 
ctaggicrty of tialezell &P 

pertussis vaccines with high efficacy. 
vaccme have spurred development of safer 

role of the different mmponents produced by 6. parlwisin either the 
pathogewisof, o( dve immunity to. pertunis is not well mdastwd. 
Antigenic mmponents of 6. ,oarp~ssis believad to conrribute to protective immunity include: pertusk toxin: 
filamentous hemagglutinin; and pertactin.lO~ri Although the role of these antigens in prwidin 
nity in humans is not wll understmd. clinical trials which evaluated candidate acellular 

protective immu- 
D B P vatemes maw 

factured by SmithKline Beecham Biologic& supported tie efficacy of thw?cMnponmt lnfanii (Diphtheria and 
Tetanus Toxoids and Acellular Perlussis Vaccine A~Isorbed).‘~‘~ 
Rfanrk which contains three pxtussir antigens (PT. FliA and part&n), has been show to be effa&e in pre- 
wting WHOdefined pert&s in tw published clinical bials w&n administered as a primq s&s.‘~” 
A double-blind. randomized. placebo-conbolled (OTI tral conducted in Itaiy, sponsored @the National Institutes 
of Health INIH). assessed the absolute protective efticact of /nfanrix&n administered at 2,4 and 6 months of 
age.” A total of 15.601 infants we immunized with ow of twa tri-compwwt acellular OTPvaccines (containing 

inactivated PT. FHA and pert+,cticti?). or with a U.S.-licensed wholecell DTP vaccine manufactured by Connaught 
L&+xies. I~.. or witi OTvaccmealone. The mean length of followup was 17 months. beginning 30 days after 
the third dose of wine. The population used in the tximary analyss of vaccine efficacy included 4.431 lnfanrix 
vaccioses, $248 tiok-cell DTP vaccinaes and 1,470 DT vaccineas. After three doses. tie protective eRican/ of 
lnfannxagamst WOdetined typical pertussis 121 days or nwe of paroxysmal wgh with infwtim confirmed by 
cultwe and/or serologic testing) was 64% 195% Cl: 76% to 39%1 while the efficacy of the whole-cell OTP vaccine 
was 96,% (95% Cl: 14% to 52%). when tie definition of pertussis was expanded to include clinically milder dis. 
easa w161 respect to type and duration of mu 
efficao/ of lnfann’xwas calculated to be 71% I$ 

h. witi infectiion mntirroed by culture and/or serologic testing. the 
5% Cl: 60% to 78%) againa >7 days of any cwgh and 73% (95% 

Cl: 63% to 30%) against 214 days of any mugh. A longer followup of the Italian trial showed that after three 
doses. the absolute efticacy of lnfanrix remained high against WHO-defined pertunis at 73% (95% Cl: 62% to 
87%) in children tiose average age-was then 33 months 120.39 months).‘5 

inactivated PT. FHA and pertacticti?). or with a U.S.-licensed wholecell DTP vaccine manufactured by Connaught 
L&+xies. I~,. or witi OTvaccmealone. The mean length of followup was 17 months. beginning 30 days aher 
the third dose of wine. The population used in the tximary analyss of vaccine efficacy included 4.431 lnfanrix 
vaccioses. $248 tiok-cell DTP vaccinaes and 1.470 DT vaccineas. After three doses. tie protective eRican/ of 
lnfannxagamst WOdetined typical pertussis 121 days or nwe of paroxysmal wgh with infwtim confirmed by 
cultwe and/or serologic testing) was 64% 195% Cl: 76% to 39%1 while the efficacy of the whole-cell OTP vaccine 
was 96,% (95% Cl: 14% to 52%). when tie definition of pert&s was expanded to include clinically milder dis. 
easa w161 respect to type and duration of mu 
effkao/ of lnfann’xwas calculated to be 71% I$ 

h. witi infectiion mntirroed by coltwe and/or serologic testing. the 
5% Cl: 60% to 78%) againa >7 days of any cwgh and 73% (95% 

Cl: 63% to 30%) against 214 days of any mugh. A longer followup of the Italian trial showed that after three 
doses. the absolute efticacy of lnfanrix remained high against WHOdefined pertunis at 73% (95% Cl: 62% to 
87%) in children tiose average age-was then 33 months 120.39 months).‘5 
A prospective. blinded efficacy bial was also amdwted in Germany employing a 
In preparatbn fa tii study, three dmes of tnfanrix IDiphWia 

household contact study design?’ 

Vaccine Ads&ad) were administered 
and Tetanus Toxoids and Acellular Pertussis 

at 3.4 and 5 rmnths of age to children in 
of Germany in 

six areas 
a la 

received tio!a.cell 
a safav and immuncgeoicity trial. 

more rhan 22,opo 
Infants who did not partu ate in 

living 

P 
this trial could have 

asked 
TPvaccine lmanufxturad by6ehringwrfrsA.G.. Germany) M 0 vacwe. Pediatricianswere 

to monitor households with a first potential case bndex case1 
spontaneous pessntation physician. Howeholds were enrolled 

of typical 
in 

pertussts v&h wds identild 
to a the study if there was at least one 

by 
other 

household member (a household contact) 6 to 41 
index cases for the incidence and 

nwnths of age. Prospecf~e 

ed due vacchmtion 
progression of pert&s& was 

status of the househdd. 
performed 4 a 

follow-up of household cootacts of 
separate 

to Calculation of vaccine efficacy was 
physician who was blind- 
based on attack 

pertus.& in household 
rates of 

mntacts classified by tinetim stands. M the 173 urwxinated household 
96 developed WHOdefined pertussis (21 days or of paroxysmal mugh tid~ 

contacts. 
mom infection confirmed 

and/a semlogic tasti 
by dhue 

1 
nated witi whole-ceil. 3, 

as mmpamd to 7 of 112 cwtacts vaocioatad with lnfanrix and 1 of 75 conte& vacci- 

95%). with 
TPwne. The prot&ive &acy of Jnfankvas calculated Cl: 77% to 

no mdicatron of waning of pmtectim UP until dw time of tie 
to be 89% 195% 

tiole-cell DTP vaccine was calculated to be 38% 
at Ute time 

195% Cl: 83% to 100%). 
baaster. The protive efficacy of the 

01 follow-up in this trial was 13 awnti Irange 625 months). 
The average age of Infanrixvaccioees 
When the definition 

expanded to include clinically milder disease. wim infectMl 
of pertussis wes 

cacyof 
efti. 

bfaatixagainst 2J days of am/cough was 67% 
cmfirmed by culture 

fSS% Cl: 52% 
and/or samlogic testing, the 

to 78%) and 
cough ~~61% (35% CI: 66% tn 89%). ThamnespwJtx~ effim 

against 27 days of pamxysmal 

or paroxys~l cough we 73% (95% CI: 53% to 82%) and 34% r 
rates of bfatiagainst214days of any cough 

95% CI: 71% to 91%). rescectively. 
hamn? Response to lofanrii Admh~h,adac a Ihree-lbse primarl .Wes 
The inimune res nSeS to each of the three part&s an&ens mntaiaed in bfamfix were evaluated in *a 
obteined 1 mont&ter the mird dose of tine in each cd thee studies (schedule of adminisbatiw 2.4 and 
6 months of age in the Italian efficacy stodyand we U.S. study: 3.4 and 5 months of age in the German efficaq 
st@). One month aher the third dose of Infamir. the lespanse rates to each pertuuis antiien were similar in all 
three studii. Thus. altfwgh a sw~tcgii mrrelete of pmteuion for pewsis has not been established. ti anti- 
body respp”ses to these three pertuuis antigens R R!A and perta&) in a U.S. population were similar to tlmsa 
achwad III hw populations in tich efficacy of lnfandwas dermwtrated. 
frlanw RespGNe IO S~knemstyA lJLxz.k 
In a small clinical trial in tie United State;. lnfaraiwas given simultanemsiy. at separate sites. with hepatitis 3 
vaccine, ffaemophilusinfluenrae~ bvamne fliiblard poliivacciae We oralfow). at 2.4 and6 ronthsof age 
One month after the third dose of hepatitis 8 vaccine given simultanecwty with lnfanriq 100% of infants 
demonstrated antiHBs antilxdiis 210 mlLt/mL (WI. Ninety percent of Wnts v,iw received Hib simuitanecusfy 
w?th hfmtitieved antiPRP antibodies 21 mc8/ml IN-72). and 96% to 103% of infants vvha re&ed OW simul- 
tanews~withInlauix~~~neuballdnganb~topoli~types1,2and3~~1)!~ 
In ti It&n eftimcv trial. 32% of infants received lvapatitis G vacciw with the first and sxord dose of Infawi~ 
Ninety-four percent of infants received OW with the first and second dose of /nfmS 
lNDlCAllONSANO USAGE 
fnfanti is indiited fw ective ‘knmunix&ion agaiwt diphthmia. tetanti and parlussis lwhwpig mogh) in infants 
and children 6 weeks to 7 years of age (prior to seventh birthday). Because of the substantial risks of complka- 
ticw from pwiossis disease, completion of a primary Series of W&e early in life is strongiy recommended? 
Individuals 7 years of age or older should not recew this vaccine. In such individuals, Tetanus and Diphtbwia 
Toxoids A&tied For Adult Use (Tdl is preferable to usa of eidw tetanus or diphtheria vaccines alone. 
Children VJIO have remwed from adturewdirrned pertossis need mt receive fanher doses of a pertotis- 
containing vaccine. but should rwiw additional doses of Diphtheria and Tetanus Toxoids Ads&ad IDT) for pedi- 
atric us8 to cmwlete the series in armrdanae Wrm ACIP rwmmecdations.’ 
In instances where dx pertwis vaccine cornp~nent is mntraindimted. Diphdreria and Tetanus Toxoids Adsorbed 
IDT) for pediatdc use may be substituted for each of the remaining doses’ fsee CDNTRAINDICATIONSI. 
The decision to administar a delay vaccination because of a current or recent febrile illness depends on the sever. 
ity of symptoms and on tie etiology of the disease. All vaccines can be administered to persons witi minor illness 
such as diarrhea, mild upper respiratory infections with or without low-grade fever or other lowgrade febrile 
illness!‘.” 
Wheie passive pmtection is required. Tetenus tmnune Globulin and/or Diphtheria Antitoxin may also be edminis- 
tered at separate sites.‘.” 
As with any vaccine. fnfanti’may not pmtect 1MpA of individuals receiving the vaccine. 
This product is not remnrwnded for @&nent of &al infections 
CONTRIUND~CA~~ONS 
HlpersansitMty to any mmpOnent of the vaccine is a cmtreiodication (see OESCRIPTION). 
It is a conbaindication to use this vaccine after an immediate anaphylactic reaction tempaaliy associated with a 
previous dose. Because of the uwrtainty as to ti& component of the vamhw. might be responsible. no further 
vaccination with diphtheria. tetanus or pert&s should be given. Alternatively. because of tie impartam? ai 
tetanus wximtion. such individuals may be referred to an allergist for evaluation.’ 
lrmnunhation should be deferred during Um ause of a moderate OT were febrile iliness or acute irdectioo (see PAE- 
CAUTIONSl.‘.“~‘B 
Elective immunkation should be deferred during an oudrreak of poliomyelitis.‘g 
Safety data a, the use of lnfanrii (Diphtheria and Tetanus Toxoids and Acellular Periussis Vaccine Adsorbed) in 
children for whom whole-cell pertussk vaccine is mnfraindicated are WI available. Until such date are available. 
it would be prudent to mnsider Advisor Committee m Immunization Practices (ACIPI and American Academy of 
Pediatrics (A&‘) contraindications to Wlpcell DTP vaccine as contraindications to /nlanrk’.‘*~o 
The ACIP spates that “if any of tie following events occur in tempxal relationship to UR adminisvation of DTP. 
further vaccination with DTP is conbaindicated’: 
1. An immediate anaphylectic reaction. 
2. Encephalopathy (rot due to amtier kJentif!able cause). This is defined as en acute, severe central nwmus 

system disorder ocurrino w&i!! 7 davs follotim vwinetii (with wAmk.cell DTP M acellular OTPI. and aen- 
eially ccmsisdng of mai& alterations’in cons&sness. unresponsiveness. generalized or focal s&ores ihat 
cersist more than a few hours. with failure to recow within 24 hours. Even thouah causation bv DTP vaccine 
&not ba established, no subsequent doses of pertussis vaccine should be given.” 

WARNINGS 
If any of the following events occur in temporal relation to receipt of wholecell OTP or acellular DTP vaccine. the 
decision to give subsequent doses of vaccine mntaining tt’~ pertussis component should be carefulty considered. 
Thece may be circumstances. such as high incidewe of parlwis. in which the potential benefits outweigh pmsible 
risks, pariicdarty sinoa these events have mt been poven to cause permanent sequelae.’ Is The following events 
were prsriwsly mnsidered mntrairdiitions ati are now considered precautions by the ACIP: 
l Temperatam of 24O.!i’C (105’Fl within 48 hours net due to another identiftabls cause 
l Collapse or shock-like state (hypotonic-bYpomrpnive episode) within 48 hours 
l Pstsistent inconsolable clying lasting 23 boun occurring within 48 hours 
l Convulsions with or without fever occurring within 3 days 
In the ltalian efficacy tial. the incidence of tmpture 21049. crying for 3 hours or mofe and seizures within 
46 hours of vaccination was less than that following administretion of wt~ak.cell OTP vaccine manufactured by 
Connaught Laboratories. Inc. No 
in this trWlsee ADVERSE EVE is 

potonk-hyporespmsive episodes ware reported after administration of Infanrix 
S-Table?). 

A committee of me Institute of Mediiine [l@M) has mncluded Whet widewe is co&stent with a causal relation. 
ship beWean whole~~ll DTP vaccine and acute oeurologk illness. and under special circomstances, between 
whole-cell DTPvaccine and chmnic neumlogic disease in tie cnntaxt of the National Childhwd Encephalopatty 
Study INCESI reportz’” However. the IOM committee concluded tit tie evidence was insufficient to indicate 
whether or nat wholesell DTP vaccine ioaeased the w&l rii of chronic neuroloaic diseasa.n while ecute 
encephelopathy and permanent neurokgic damage have not been reported in temporal association after admin- 
istration of lnfanrix (Oiphtieria and Tetanus Toxoids and Acelluler Pertussis Vaccine Adsorbedl, the data et this 
time are insufficient to rule this out 
The ACIP and the AAP recognize can&n circumstarces in which children with stable central newus system dis- 
orders, such as wallzontrolled seizures w satisfactori~ explained single seizures. may receive penussis vaccine. 

(continued) 
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Iolanrfx~ (Dipbtbaria and Teknus Toxoids and Acallular Pwkssis Vaccine Adsorbed) continued 

The decision to administer a pertussisconteining vaccine to such children must be node bq the physiiian on en 
indmdual basis. with ccosidwtian of all r&van1 fectors. and assessment of potential risks and benefits for that 
individual. ACIP and AAP have issued guidelines for such children.‘.‘o~ The parent (Y guardian should be advised 
of the potential uxreeser! iik invotved lsoe hfonnation lor the Patient). 
Studies suggest that. when given Hhale-cell DTPvaccirre. infants and children with a history of convulsions in first- 
degree femrtv members he.. sibiinjs and perents) have a 2.4.fold increased risk for neumlogic events compared 
with those v&out Fh hrstaries However. ths ACIP has concluded that a history of mnwlsions OT ether cen- 
trek nerwus system drserders in parents or siblings is not a mntraindicetian to psrtussis vaccine end that children 
with such family histories shculd race’w penussrs vaccine according to thu recumme&d xhed~le.r~“~‘~~~ 
For children et higher risk for seizures dtan Ure general popllaiin. it may be prudent to extend dre ACIP and AAP 
remmmendatkans fa tiolocell DTPvaccine to fnfamix that eceteminophen be edministered at ageappmpriate 
doses at the time of DTP vaccination and every 4 to 6 hours for 24 i-curs?‘~ 
lnfantix should nut be given to infants w children witi any ceegulation disorder, includin 
that would mnkamdiite intramuscular hjectkxt unless tie potential benefit cleedy cupwe 

thromboqtopenia 

isbatien. 
g!sUteri**fedtnin: 

PRECAUTIONS 
Although a nwderete w severe febrile illness is sufficient reeson to postpone vaccination. miner illnesses such es 
mild upper respiratory infections with or without lowgrade fever are net cwnraindicetions.r~ls 
8&e the injection of any bioicgird. the physictin ehdd take all roasenabla pnxautkx,s to prevent allergii or 
orher adverse reections. including under&ending the use of tfrs biobgical cowerned, and the netwe of the side 
effects and adverse reectims thet may follow its use. 
Prior to immunbtion, the patienfs medical history should be reviewed. The physician shoufd r&w the patient’s 
rmmuohati~ his@ry fw possible veccine sensitivity, previous vaccination-related adverse reections end OGCUF 
reap of any advers+‘.+re&sd symptoms end/or signs, in order to determine the eds&rxe of any contraindi- 
Cabot to immunrzatron vath lnfanri and to allow en assessnwnt of benefits and risks Epinophrine injection 
ll:lMMl and odrer appopriate agents used for the control of imrrediate allergic reactions must be immodiatefy 
avaibble slveuld an acute anaphylectic reection cwr. 
Aseparate +lle syringeand neodleora steriksdisposablounitshould be used forexh individual patientto pro 
vent transmrwon of hepatitis aoflw infectious agents from ore perscn to arather. Needles should be disposed 
of prqrerh/ and should mt be recapped. 
Special care should be taken to erevent iniection into a blood vessel. 
bfanrii IDiphtheria end Totenus’loxoids end Aceilular Perfussis Vaccine AdsorbedJ is not contraindicated for use 
in irulMduals with HN infection.‘r~‘s 

t For the ccritparison of Infawxand wholesell OTP vaccine. all adverse events reached statistical significance 
@0.001) at all doses except wmiting at doses 1 and 2. which was not statistically significant et p-0.05. 

A similar reduction in adverse events was seen in a randomized. double-blind. comparative trial conducted in the 
U.S. when hfanrix fDiphtheria and Tetanus Toxoids end Acellular Pertussis Vaccine AdsorbedJ was compared to 
hw U.S.-licensed whole-cell DTP veccines. Adverse events wre actively solicited using standard&d die&s with 
follow-up telephone cs,lls made at deys 1,4 and 8 by blinded study personnsl. Table 2 summarizes the frequent/ 
of adverse events withrn 3 days of the three primary immunizing doses. The incidence of redness. swelling. pain. 
feverfrectal temporahrre~1019. ftasineu,drows~hvess and poor appetite,were towrfotbwing fnfatirhanfol- 
low.+ either tiole-cell DTP wcine. 

Table ZnAdvwse Evsnts (%I Occunfng Wtihfn the 3 Dqs. FoGawingVacdnatfon of U.S. 
lnfmte with Either InfantfxorWhofsCell DTP at 2,4 and 6 Months ofAge 

Ildamix wllole-COG DTP wltolo-call OTP 
Vaccine-l.odatfe Vaccinbeonnaoght 

Do40 DOSE Dose Dose Dors Oore 
o0es D0se 1 2 3 1 2 3 “9;” 2 3 

No. of infants 407 492 365 14 73 73 76 75 74 
local 

Redness' 10.6 19.4 25.8 28.4 42.5 39.7 35.5 50.7 50.0 
Swelling 7.4” 12.2” 17.5’ 23.0’ 26.0’ 27.4 30.3’ 37.3’ 31.1’ 
Pain? 2.7 2.0 1.5 17.6 15.1 9.6 38.2 17.3 14.9 
fw,mic 

As v+h any vadkto, if edminiired to itnwunosuppressed parsons, including individds receiving immunosup- 
pressno Uwepy, the expected immune response may not be obtained.* 

lafomloffoe forth0 Patient 
Parents or guardians should be infornwd of the potential benefits and risks of the vaccine. and of the importance 
of cunpketi~ the immunization series. It is important when a child returns for the next dose in a &es that the 
paren~guerdren be quest&d mncemirv~ cec~renco oi any symptoms and/or s’~ns of an adverse reaction after 
a prevtous dose of Ure some vaccine. The physician should infcrm the parents or guardians about tfm potential for 
adverse reactions that hew been tsmporaily asscciated with administration of Infmfi M othsr pertussic 
mnteining vecdnes. The parents or 
boadvisedofthepPtentiafiocreesedl~ 

uardians of infants end children wii a femiiy history of convulsions should 
nsk of serzures following DTP veccinatian. In particular tJrsy should be told. 

before thechild is vaccinated. to seekimmediate medical eveluetion in the unlikely event of a seirure?~Tbeadult 
aconnponying the recipient should be told to reporl severe or unusual edverse reactions to the physicfen or clinic 
where 9vs vaozino was administered. 

>lOl% 
g:: 

0.7” 5.1 12.2’ 6.2’ 6.8 14.5’ 18.P 
Fussiness*’ 3.5” 4.1 25.7’ 13.7t 6.8 21.1’ 16.01 ii1 
Drowsiness 26.3” 16.4” 12.9’ 51.4’ 34.2’ 23.3’ 52.6’ 23.01 18.9 
Pwc Appetite 8.1” 1.7 6.6 31.1’ 15.1 9.6 19.7’ 14.7 9.5 
Vomiting 8.6 3.7 3.6 8.1 4.1 2.7 7.9 2.7 27 

t Moderate or swore = cried or protestod to toudr or uiod when leg moved. 
“Mc&rete or severe E pmlonged ciying and refusal to play or persistent crying bhat could not be ccmfuted. 
§ Rectal temperatures. 
l pcQ.oS for the comparison of lafan~and both tiofo-cell DTPveccines. 
t F&OS for the mmperison of Iafarxixand wholecell DTPvaccineLederle. 
!I p&.05 for the cumperisM of hfanrimd wholecell OTP vecciwConw.ught. 

lhe freqesuencies of edverse mections f&wing each dose in children v.he received Infatiat 2.4 and 6 m0ndt.s of age 
in a U.S. NIH-spq?swed triel are shown in Table 3. M Urs 1217 infants who received the thioedose primary &es. a 
subsetof76recelvedafourthdaseoflnfanriat15tommonmsofa .AchwseowltswxeecthotysoEkedusing 
standardized fJk%fes with f&w-q telephuk? cells made at day 3 by b inded sbrdy personnel. $ 

Table JpaAdwmo Evonk 1%) Occunfq witbig tie 3 Days Following Vaccination v&b Iafamfx in U.S. 
bifank and children in Which All Dotst Worn fnfanrix 

I Prhn3N Earntar 

Event Dose 1 
I2 months) 

(N = 126 b&k) (N = 76 childmnl 
lJos02 Dose3 Dose 4 

f4 months) (6 montfrs) (15krn 

The parent or guxdien should be given the Vaccine lofomtetion Mat&Is, which are required by the N&nal 
ChildhmdVaccw Injury Act of 1986 to bo r&en prior to immunizetion. 
The U.S. Department of Health and Human Services has established a Vaccine Adverse Event Reporting System 
NAWS) to accept all rep&s of suspected edversa events after ths edministreticn of any vaccine, including but 
not limited to the reporting of events required by the National Childhcod Vaccine Injury Act of 1966.~ The VAERS 
toll-free number is l-800-822-7987. 

Drug Inlsnctfons 
For information regarding simulteneous administration with other vaccines. refer to DOSAGE AND ADMINIS- 
TRATION and CLINICAL PHAHMACDLOGY. 
As will atier intremuscular injections. Irrfaari~should not be given to infants or children on anticoagulant thempy 
unless the potential benefit cle.srN outweighs the risk of admrnistratiun (see WARNINGSI. 
Immun?suppress’Ne therapies, including i&diatien. antimetabolites, alkylating agents. cytotoxic drugs and cord- 
mstemrds fused in greater than physiologic doses). may reduce tie immune response to vaccines. AIdtough no 
specific date from studies mth psrtwis veccine under these conditions are available. if immunosuppressive 
therapy till be discontinued shortly, it would be reasonable to defer immunization until the patient has been off 
Grerapy for 1 nwnti othewiso. the patient should be vaccinated while still M therapy (see PRECAUTIONS)? lf 
hfanrixis administered to a person receiving immunusuppr&va therapy, or a recent injection of immune globu- 
lin, or who has en immunodefciency disorder, en adequate immunologic response may not be obtained. 
Tetanus lrnmune GluLwlin or Dip4ntwia Antitoxin. if used, shwld be given at a separate site, v&h a separate 
needle and syringe. 
Cmcinogenosis, Mukgsnesis, lmpaimmnf of Fmtilii 
hfamiahas not been evaluated for carcinogenic or mutagenic potential. or for impeirrnent of fertility. 

Pregnancy: Pngnancy crkgory c 
Aniknel reproductmn studies have not been conducted with Infaedx, It is not known tiether fnfanrixcan cause 
fetal harm vAten administered to a pregnant woman or if lnfanrixcan affect reproductive capacity. /nfaMixis not 
recoennended for use IO a pregnant woman. lnfanrix is not recommended for persons 7 years of age or alder. 

Padiatnic Usa 
Safety and effectiveness of hfaerixin infants below Ute age of 6 weeks have not been established (see DOSAGE 
AND ADMINISTRATION). lnfanrix is not recommended for individuals 7 years of age or older. Tetenus and 
Diphtheria Adsorbed For Adult Use fTdj is to be used in individuals 7 years of age or older 

ADVERSE REACTfONS 
A total af 92.502 doses of lnfanrix has been administered in clinical studies. In these studies, 28,749 infants 
have received lnfanrixas a three-dose primarv series. 5.830 children have received lnfanrixas a fourth dose fnl- 
lowing three doses of fnfanrix. end 22 chiidr& have received Infanrfcc es a fifth dose following four doses of 
fnfanrix. In addition, 439 children and 169 children hew received lnfanrx es a fourth or fifdt dose following 
three or four doses of tiolecell DTP veccine. respectively. In comparative studies, In(anrixhas been show to 
be followed b fewer of the lecal end systemic adverse reectians commonly assc&ted widt v.4t&-rxll DlP vacci- 
nation. Howevet. studies have shcnvn that tie rate of errthema, swelling and fever increased wirh successive doses 
of lnfailnk 
In the doubl&ind. randomized comparative trial in Itaiy, safety data in a threedose pima~series are available for 
4,696 infants tie received at least one dose of Irrfarrrtiand 4.676 inferris who received at least one dose of U.S.- 
licensed wh&cell OTP vaccine manufactured by Connaught LaLxratwies, trt~!~~s Date were actively collected by 
parents using stendardiicd diaries fweight consecutive evenings after each veccine dose with follow-up telephone 
calls made Lrr nurses aher be eighth day. Table 1 lists adverse events repcrted during the three days after each 
dose. All common solicited &verse events were less frequent following veccinatian with lnfamixas compared to 
whde.cell DTP after each une of the three doses. 

Tablel.“Adversa Eve&,(%1 Oocurring~chiatha3OayrFollawingVaceinati~of Llia~lnfankwitb 
Either Infantixor Whole-Cell DTP at 2 4 and 6 Months of Ago 
I 

whole-Cell 
lrrfarrrix DTP Vaccine 

ooss DOW ooso Dose 
I 2 3 

Dose , 
1 

Dote 1 

l.owl 
Redness 16.6 154 26.3 39.5 
;$lins . 12.5 5.0 15.4 5.1 21.0 0.9 32.9 

10.5 
Systemic 
Feverf>lOl”F)t 0.0 0.9 3.5 6.6 
Anurexia 7.5 6.0 9.6 119 
Vmiting 5.8 6.8 ii 26 
Drowsiness 37.5 19.7 13.2 6.6 
Fussiness* 3.3 7.7 8.6 9.2 

* 
t 

Moderete or severe = cried or protested to touch or cried when limb moved. 

t 
Rectal temperetures fur primary series: oral temporetures for booster. 
Moderate or severe = pmlonged crying and refusal to play or persistentcqing Bat could not be comforted. 

Df 22.505 tiildren who had previwsiy received time daseo of lnfarrrix et 3.4 and 5 rrmnths of age in Lhe large 
Gy!an safety study, 5.361 recoiwd a fwth dose at 10 b 36 imean 2tlj months of age. Stenderdhexl diiii were 
wsdable on 2,457 children receiving tM primary series and 1.803 children receiving rhe fourth dose. Lrxel end 
systemic reaction rates whhin 3 days of vaccination for each dose are reported in Table 4. In this stu@. the rate of 
er@erna. swelling. pain and fever increased with successive doses of In/mix 
In another study conducted in Germany, which wds double-blinded and rsndcmized. additional safety data are avail- 
able frcmr 13 to 27~ntonth-old children wha received kdanrikP.liphGwia end Tetenus Toxoids and Acelluler Pertussis 
Vaccine Adsorbod)wwhelocoll DTPvaccine. manufactured by Dehriogwrke, AG.. esa fourth dose. These children 
had peviously rece~ived three doses of the same veccine. The r&s of adverse events. which we ecthefy solicited 
using stendardrzed diaries, are presented in Table 5. The incidence of redness, swelling, severe swalliq lgreater 
then 2 cmj. pain. fever. severe fever kectel t6mpmtw >163.1°Ff. restlessness. loss of appetite. vomiting, drwsi- 
ness and unusual ayrng was lower following veccbtetion with bhrrd~mmpared to whelecell DTP veccine. 

Table 4.‘r Adverse Evenk (%I Occurring Within fhe 3 Dars Following Vaccination wftb lnfanrix in 
German Infmk and Children in Which All Doses Warn Infantix 
I 

,thZti??a"k~ 
8ooskr 

(N=1$63children)* 
Dose1 Dose2 Dcoo4 

f3fnoofhsl 14fmefhsj (lotoJ6montbst) 

8.9 23.6 26.6 459 
0.0 05 1.3 t3fl 
3.9 14.1 16.5 354 
0.0 2.0 0.3 2.6 3.7 1.3 253 11.4 

-1 

fefs 
eim.4w 6.3 6.3 13.3 264 

Fever 
1>103.1w 0.0 0.1 0.1 1.1 

LOSS of 
j Aeeetite 

vumiiiog 

8.0 74 
3:s 

65 
ai 

116 
4.3 2.9 

R.%StlOSSflfSS 10.3 9.5 8.6 15.9 
Ltt;;;Cwing 3.9 6.0 4.9 4.3 4.1 4.0 11.0 6.4 

- No. of infants 1 4,696 4,.&J 4.505 1 4,676 4,474 4,366 
LoCal I I 

* May not be same children es in primeq swiis. 
t Mean = 20 nontis. 
t Rectal temroretures 

h&r 
>lC@.4’F’ 7.1 7.9 9.0 46.8 36.1 39.6 



Redness 32.6 
Redness >2 cm 

43.5 
4.5 

Swelling 
Sv.elliog >2 cm ‘!I: 

31153 

Pain’ 
7.6 

15.7 55.4 
Svstmic 

&.&&iW.4Sl*t 26.9 
Fenrb103.1~)t* 

64.1 
0.4 

ResUesmess* 
4.3 

12.3 

p&wti”’ 

32.6 

10.8 3.4 
Dmwsiness’ 

43.5 7.6 
10.4 

unus.Ed ClyilTg’ 
31.5 

7.6 33.7 

‘pd).wol. 
t Rectal temperatures. 
t pd.05. 
Cases of edematous s@ing. geneoliy b8gin”inQ within 49 hours of vaccination and rewriving spcntaneousiy over 
an aveage of 4 days w&ut saq~~laa. bava been rapxted witb I”fa”riix’5 In the German sr.xiy in which 5,361 
children reaeived a fcu@h dcsa of Infanrix (Diphtheria and Tetanus Toxoids and Acellular Partussis Vaccine 
Ads$edJ aftarthreedazscfthasamevacci~, swelling cftbe i”je& miihwasra 
vacanees (1.2%1. This Ewellii was as%xiated with pain upon d&l pmx-xa in 53 4$ 

rted spmtaneausiyin 62 
of cam. with rectal wn- 

perabm ~lW.4”F in 45% of cases, and wftb injsction site radn@s in 71% of casas (redness of ti entire thigh 
‘MS rspctkd in 17% of such cases). The mean difference in dw circumference of the thighs in !hcse subi- in 
v.4mm ih$ was measured (K.17) was 2.2 a CT 0.5 to 5 cm). In 1,839 chikJren for v&xn standdrdii diaries 
wwe avadable. ade”~mUs swalliig was cbsarved m 25% cf vaccinees. 

In dinical .$udiaa ?f lnlanrix tc data, 6dematcu.s swelling has bean saen only with /“fa”rri as a fcurth dose in 
hrfanrir F. . . med irdMduals In otharmuntrbswhera /nfaMihas bean lican.md,,limb swelling has been ryarted 
rarely fo lowrng admmrstratm” of h&at any dose. including the primary sarras. Edamatcus swelling has also 
been repwled f&win 
out DTI,” wlmlecell0 # 

adminiskatbn cd ctbar acellular OTP vxxines,a amllubr pert&s vaccine alone (wftb- 
vaccifl and ether vxxina&~ 

Table 6 listsths frequenqcf a&ma avents in U.S. children who racaivad bfanrix(N=l lO)crU.S.-ficensedtic!+~. 
call DTPvaccina~N=S5)anufachned bylederle Labaatcriss at 15tc 20 manticf @and in U.S. children tic 
rmelwl InfantilN-1151 or U.S.-licensed wimkcsll OTP vaccine (N&l manufactured by LederIe La&at&s at 
F tc 6 years of age.u All children had praviousiy received thrae M four doses of wfmlecell DTP vaccine at apprcx- 
makly 2 4.6 and 1519 nmndr~ of aga. Adverse events wera actiieiy scliiiti using standard& diaries with 
fclbw-up telephone calls made at days 1.4 and 9 by blinded smdy personnel. Significantly fewer sciiikd Cal 
and general adV~sa events wzm mpcrtad fcllcwing lnfanrixthan followi wfmlscell DTP vaccine when admin- 
istered as the fcti or fifth dose in these piaviousiy primed with thraa or cur doses of tiole.ceII DTP vaccine. “B 

.._ 
>lgo.BF 

3s 
m 

Fussiness 2A 
Drarsiness 

ifi 
9’ it* 11 

Poor A+@ta* 3 20 6 
Vomiting 

1; 
2 0 1 4 

f odl ns 
t ~:wol. 
*Oral temperatures. 
5 Moderate ci severe = cried cr protested to touch or cried when an moved 

Severe advatse events repxtad from the dwbls-blind, randomized mmparative Italian stiy involving 4,636 
children administered lnfanrii IDiphtheria and Tetanus Tcxctis and Acellular Pertussis Vaccine Adsorbed) ~(4.679 
children administered &iv&call OTP vaccine (manufactured by Connaught labaratcries. 1nc.l as a three-dose pti- 
maly series are shown in Table 7. The incidence of metal temperature ;IIM”F, hypatcnic-hyporesponsive episodes 
and persistent cr& Z3 hours fcllcwing administration of hfanrkwas signifiin$ less tian hat fclbting admin- 
rsbab~ of whole-cell DTP ~accine?‘Hospitaliiatiation r&s and death rates v&in 7 days of vxxir&n were similar 
betveen /nhtiand DT vaccine tipients.‘s 

Table 7.” Severe Advene Evank Occurring Within 4 Hours Following Vaccination with /rrf.wix or 
Whole-Cell DTP in fklian lnfaak at 2 4 or 6 Months of Age 

Event 

Fever BlO4’F” 
Hypotcnic. 

vm7;pcnsi= 
Parsistent crying 
23 hours’ 
Seizures” 

lnbnrix 
IN=l3,76t doses) 

Rlkl 
l.OM 

Number OOrep 

5 0.26 

0 0 

0.44 f: 
0.07 

whole-Cell 
DTP Vaccine 

(N-(3520 Doses) 

Rala 

Number &ss 

32 2.4 

9 0.67 

64 4.0 
b 0.22 

* p Q.Wl. 
t Rectal temperamres 
t p = 0.002. 
5 Maximum rectal tamperature within 72 hours of vacciMtion = 103.1 ‘E 
1 Maximum rectal temperature withim 72 hours cl vaccination = 99.5”F. 101.3’F andlOZ.LPE 

** Not statisticaliy significant at p&05. 

In the large German safety fial tiat enrolled 22.505 infants (66.967 doses of lnfanrxadministared as a Huee-dose 
priyr/ series!, all subjacts were mOnitored fw unsolicited adverse even6 that orm”ad within 28 days following 
vacclnaticnuslngmpwtcards. Ina subsetcfsubjects~N=2,4nl,thesecards~msrandardizeddiaries~ichsolicit- 
ed specific adverse events tiat cxcurrad within 6 days of each vaccination in addition to unsolicited adverse avents 
tiich oxu”ed thrcughout me mursa of the entire uial (frwn study enmllment until apprcximately 30 days follow- 

. . 

ing ti third vaccina@nl Cards horn the whole cohwt lhera mturred at subsequent visits and were supplemented 
by spootaneous rapom”~ bv parents and a medical history after tlx first and seuxd dares of vaccine. In me sub. 
set of 2.457.,advar~ee~ents fclbtin 
nmus repwtlng at a fclbwy v?sit. ” %d 

tl~ third dose cf vaccine were rewed via standard& diaries and spooia- 
versa evants in the remainder of the cohcrl were reported via mpxt cards 

which were retum@pv mari apprcxlmateh/ 29 days after the third dare of vaccine. Adverse events (rates par 1.~0 
dazes1 cozening y~thm 7 days including thDsa events deemed by invest’ atcfs as related as wall as those felt tc be 
unrelated to vaccmation in&d-ad: unusual crying 10.091. febrile seizure 0.01. afebn’le satire 10.131 and hypcttic- 
hyporespons’Ne episodes lO.01). 

‘9 

Rates of serious adverse expxiences that are less common than those rapwted in the Germa” safety trial are 
not known at this time. 

In clinical trials invoting mcra than 23,WO infants and children, 14 deaths in lnfanrix IDiphtheria and Tetanus 
Toxoids and Acellular Pertussis Vaciine Adsort&) recipients were reported. Causes of deaths included nine 
cases cf Sudden,l”fa?t Daati Syndrome iSIDS and cre of each oftie foIlwing: meal aspiration, hepatcblastcma. 
neumblastcma. l”v?slw bactenal infaCtiOn and sudden death in a cfiild graater tin 1 year of age. None of ties6 
avants was &+nni@ to bevaccine-related. Tba rats of SIDS observed in tie large German safety study was 
0.3/1wOvaccmatad mfank. The rate of SIDS in tha ltalian efficacy trial was 0.4/toW bfanr*Yacci”atad infants. 
The repotted rata of SIDS in the U.S. fmm 1965 to 1991 was 1.6/100(1 live births.’ Ey chance alone. scame cases 
of SIDS can ba expected tc fellow receipt of Hmole-call DTP cr a&Mar DTP vaccine. * 

Rarely, a” anaphylactic,r~xtfon li.e..~hiis, sv+l!ine Of tha mcuth. difficulty breathing, hypctension, shock] has 
baanrapo~$afterre~~nQ pcepa@ms c~ta~“~“gdrph~ari~.tetan~sand/a~~sseanti~ens.’~‘~Arthus-type 
hypersensltivtty reacbons. charactanzed bv Severe local raadms. may fcllcw receipt of tetanus toxoid. A few 
cases of peripheral mono-rycpathy have bean reported following tetanus toxoid administration. although the 
IOM concluded that the avrdeoce was inadequata to accept or r&t a causal relationship.” 
A review by tie IOM found evidence for a causal relationship between receipt of tetanus toxoid and both 
brachial neuritis and Guillain-Barti Syndrome. 
Additional Adverse Reactions Evaluatad in Ccnju”ction with Whole-Cell DTP Vacci”aticn 
Wlmle-call DTP vaccine has been associated with acute encephalopa~.~ In tie National Childhwd 
Encaphabpathy Study INCESI. a large. casacontrcl study in England, children 2 to 35 months of age with serious. 
act! rwmbg~c $qders. such as eyphalcpathf cr complicated corruulsionls). ware mofe liik lo have 
racened DTP va-zne m ths 7 days pracedu-g cmet than tfwir age-matched ~trcls Among children prarmed 
!c be neurclcQicalty ncrmal before entering the stt@. the rabtiva rfsk (estimated ly adds ratio) of a neurcl 
!lln~ occurdng withim pie 7day p&d followin 

ic 

9 
raceipt of DIP dose. cmnpared tc children not receiving D 7 P 

vaccme in the 7,&y pencd ixfcre onset of their il ness, was 3.3 (p-zU.W11 The attributable risk for all naumlcgic 
avents was estm!atad to be l:MQ.wO doses of DTP vaccine administered. I” this study, a causal relationship 
tetween reed of DTP amine and permanent nRnokgic ifiury was suggestad?pP 

A 1Q-yearfclbw-u 
lawirgwt&cs# !TPvaczinearaat increased rfskfcrc.imxdcne~~l~systamdysfunobncrdeafh? However the 

tn the NCES denmnstrated that children who myar& a smiwsacuta neumlcgic illness fcl- 

IOM mncludad Umt the results wara insuffidant tc datenine whedxr DTPvaccine increases tie c~erall risk for 
chronic “BM~US systmn &function in chitiran.‘” 

Subsequent studies have failed tc pmvide evidence in suppat of a causal relatia&ip between DTP vaccination 
and eithtx s&us acuta neurclcgic illness (K permanent neurclcgic injury.Q* The ACIP and AAP continue tc 
raammend the use of DTP vaccine 

Among a subset of ddl$en who were participating in ti NCES and tic had infantile spasms. bclh DTP and DT 
vaffimatmn appeared elMor to precipitate earty Mnifestations of the mnditian or to lead to its identification by 
pay~ts.~ IOM reviayad Uds and ctier studies and conduded tiat neifhervaaine causes the illnass.‘*~.“-“The 
mcdence of onset of Infantile Spasms i”cIBaseS at 3 to 9 months of age. the time pa&d in which tba second and 
third dcsas of DTP vaccine am generally given. Therafcxe. sona cases of infantile spasms can be mpected to be 
temccraliv associated with receipt of ticla-cell OTP or ac&lar OlP vaccine by chance alone. 

SIDS has erred in infants following adminisbation of wlmlecell DTP and acellular DTPvaccine. Large case- 
cent@ studtes of SIOS in tfx Unitad States have shown that SIDS was not causalh, related to receipt of DTP 
vacc1ne.%~ltshouldberemgni2edthatme firstthree pimanlimmunizing doses of DTPvaccine are usually admin- 
istered tc infants 2 to 6 rronth-s old and that appmximately 95% of SIOS cases caur behvaan the ages of 1 and 
6 months. wtth tha 
can be expeztad to c 

ak incidence occurring at 6 weeks tc 4 mantis of age. a/ dmnce alone. scme cases of SIDS 
tempoalty related tc recant receipt of wholecell DTP or acellular DTP vaccine. A review 

the mmmittae of the IOM ccncluded that available evidence did not indicate a causal relation between DT 
vaccine and SIDS.‘BJ 

9 

A bulging fcntanelle associated with increased intracranial pressure. which cccurrad within 24 hours following 
DTP immunization. has been reportad. althwgh a causal mlaticnship has not been established.“” 
Aswi~any~ccine.~mismepossibiliClthatb~u~cfl~a~~l~ph~eda andbtanusbmids a”dAcellular 
PermssisVaccine Adsorbed) muld reveal adverse reactions not observed in clinical trials. 

Rqoi?ing Adverse Events 
The Nat&l Childhccd Vaccine Injury Act requires that the manufacturer and lot number of the vaccine adminis- 
tered be racpr$ad by the healthcare provider in the v&n8 r&pi&s permanent medical record, along witi tie 
date of admmrstratiDn of the vaccine and the name, address and title of the perscn adminktedng the uaccine.~ 
The Act further requires 31a haalticare provider to report m the U.S. Department of Health and Human Sarvices 
via VAERS rJre cccurmnca fcllcting immunization of any event sat forth in the Vaccine Injury Table including: 
anaphylaxis or anaphylactic shock within 4 hours. encephalcpathy o( encephalitis within 72 hews. cr any seque- 
lae tbereof (including dearh)f3y In addition, any avent considered a mnkaindication tc further doses should be 
repmmd 
DOSAGE AND AOMINISTGATlON 
Frepamtion forAdministratk7n 
Shake the vial wall before wffidrawal and usa. The vaccine is ma@ to use without reconstitution. Parenteral drug 
products should be inspxtedvisualtyfcr particulate matter crdisccloration pmrm administration. tienever s& 
ticn and ccntains wt. Wtth Umrcugh agitation. lnfatiis a homogeneous white turbid suspension. Discard if 
it appears otherv&e. Since tiis product is a suspension mntaini an adjuvant shake vigcrcusly to obtain a 
uniform suspension pier m withdrawal lrcm rhe vial. M) NOT USE F RESUSPENSION DOES NOT OCCUR WITH “;” 
VIGOROUS SHAKING. After removal of me 0.5 ml dose, any vaccine remaining in tba vial should be discarded. 
!“fanrix (Diphtteria and Tetanus Toxoids and &&~lar Per?ussis Vaccine Adsorbed) shwld be administered by 
mtramusudar in@tio”. The prefened sites ate the antemlateral aspects cf tie thigh or the deltoid muscle of the 
upperarm. Tbevaccineshould notbe injected in iheglutaal areacrareaswhamtharem~ bea majcrnelve trunk 
&fore injection. ti skin at the injectia, sita should be cleaned and prepared with a suitable germicide. After 
insertion of tt!s needle. aspirate to ensure that the needle has not entered a blwd vessel. 
Da not administer this product subcutaneously 

The pfimary immunization course for children less than 7 years of age is three doses of 0.5 mL. given inkamuscu- 
lady. at 4. m&weak intervals Ipreferably 9 weeksl. The customary age for the first dose is 2 months of age, but it 
may be given starting at 6 weeks of age and up to ti savemh birthday. It is recommended that /nfank be given 
for all three doses simx no interchangeability data on acellular DTP vaccines exist for the primary series. infandx 
may be usad tc complete the primary series in infants who have received one or two doses of whole-cell DTP 
vaccine. Hcv.evar. the safety and eficaq of hfanrix in such infants have net been evaluated. 

Baxter lmmuni~aion 
when hfamii is gim tar the primary ser& a fourth dose is remrnmended at 15 m 20 months of age. The inter- 
val between the third and fourth dose should be at least6 months. At this tin;e. data are insufficient to establish 
the frecuencv of adverse avents fc~bwinQ a fiftk dose of lnfanrivin children who have praviousiy recekd four 
doses df bfdnrix 
If a child has r&eked vh&cell DTP vaccine fm one or mere doses. hfamkmay be give0 m complete the five-dose 
&es. A fourth dose is rxommended at 15 to 20 m~ltfis of age. The interval between the third and fcurth dose should 
beatI& months. Children 4m6yeanolagaluptcthaseveo~bi~hday)whorece~ed all fwrdcsesbythe louti 
bi&day, including one cr mo(~ doses of v.4mle~ell DTP vaccine. should receive a single dose of hfanrix Mere 
entering kindergartanorelementarysdwol. Thisdcse isnctneeded ifthefwti dcsewasg’venon craftsrthefwti 
hintday. 

If any rearmmended dose of pertussis vaccine cannot be given. OT (For Pediatric Use1 should be given as needed 
to complete the series. 
I?terrup,$an of the raaommanded ,xhedule with a delay between doses should not interfere wfth the final immu- 
~c~y$ne+ad with bfaorix There IS na need to start tie series cv-ar again, regardless of the time elapsed be- 

The use of reduced volume (fractional doses1 is not raccmmendad. The affect of such practices on the frequency 
of s&us adverse events and on prctenicn against disease has not bee” detsninad.” 
Pretwm infants shwld be vaccinated according to their chmnological age from birth?’ 
For parmns 7 years of age or alder. Tetanus and Oiphtheria Toxoids (ldl for adult uz should be gven for rwtine 
bmster iknmunization against tetanus and diphtheria. 

[continued1 
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3 lnfanrixe (Diphtheria and Tetenus Toxoids end Acelluler Perhtuir Vaociae Adsorfmdl continued 

Simulraneous Vaccine Adminislmfion 
In dinicel trials. lnfanriws mutinely administwd. at separate sites. mnaxnitantfy tith ore w mo(8 qf the follow- 
iog tines: pdiovkus wccine live oral IOfVl. hepatitis Bvaccine. and Haem@ibs inf7ueozae tvpe b tine IHib) 
(see ClINIcAL PHARMACOLOGVI 

No data are available on de simultanews adminisvation of measles. mumps and rubella vaccine (MMRI. variilla 
vaccine a inactiiated polio virus IlPV)with lnfarvix 

Wnen oxcomitent administration of other vaccines is required. dxy should be g’m ti& different e&es and et 
different injectian sites. 

The ACIP encourages mutine simultanwus administration of acellular DTP. OPV (or IWI. Hib. MMR and 
hepatitis 6 vaccine for children who are at the remmmended age to receive these vaccines and for whom no 
specific contraindications exist et the time of the visit, unless. in the judgment of the provider. complete vacci- 
nation of the child will not be compromised by administering vaccines et different visrts. Simultaneous admin- 
istration is particularly important if the child might not return for subsequent vaccinations?’ 

GTOGAGE 
Store /nfamixbetwen 2” and 8?Z (36’ and 46’0. Do not freeze. Discard if the vaccine has been frozen Do not 
we after expiration date show on the label. 

HOW SUPPUEO 
lnfanrix (Diphtheria and T~QXIS Toxoids and Acellular Pertwis Vaccine Adsorbed1 is supplied es a turbid Mite 
suspension in vials cmtaining a 0.5 rot single dose, in packages of 10 vials. 
NDC 58lG3840-11 Ipackage of 101 
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